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NOVELTY - 1- (Cyclic substituted methyl) 3- (cycloalkyl-substituted 

2- pyrimidinyl) 4,5-fused pyrazole derivatives (I) are new. 

DETAILED DESCRIPTION - Pyrazole derivatives of formula (I) 

and 

their isomers and salts are new. 

At least one of Rl, X, Y = saturated or partially 
unsaturated 3-8C 

cycloalkyl (optionally substituted (os) by one or more of NH2, N3, 

SH, 

COOH, OH, morpholino, piperidino, pyrrolidino, acyl, acylamino, 
alkoxy, 

alkylamino, up to 6C dialkylamino, alkylsulf onyl, alkylthio, up to 

6C 

alkoxycarbonyl, N02, CN, halo, Ph, or alkyl or cycloalkyl 

(optionally 

substituted by NH2, SH, COOH, morpholino, piperidino, pyrrolidino, 

acyl, 

acylamino, alkoxy, alkylamino, up to 60 dialkylamino, 
alkylsulfonyl, 

alkylthio, Ph, alkylsulf onylamino, up to 6C alkoxycarbonyl, N02, 

CN or 

halo) ) ; 

any other Rl, X, Y = H or a very wide range of specific 
substituents; 

R2 + R3 = group completing a phenyl ring or a 6-membered 

saturated 

or aromatic heterocycle (containing 1-3 of N, 0 and S), optionally 
substituted by a wide range of specific groups; 

A = 5- or 6-membered saturated or aromatic heterocycle 

(containing 

1-3 of N, 0 and S) , optionally substituted by a wide range of 
specific 

groups; 

unless specified otherwise alkyl, acyl and cycloalkyl 
moieties have 

up to 6C. Full definitions are given in the DEFINITIONS. 

An INDEPENDENT CLAIM is included for the preparation of 

(I) . 

ACTIVITY - Cardiovascular; vascular relaxant; 

antithrombotic; 

hypotensive; coronary dilator; antiangina; antiarrhythmic; 
antiischemic; 

urogenital; neuroprotective; anxiolytic; antidepressant; 
analgesic. 

3- (4-Amino-5-cyclopropylpyrimidin-2-yl) -1- (2-f luorobenzyl) -IH- 
pyrazolo 



(3,4-b) pyridine (la) at 1 mg/kg p.o. gave a maximum blood 
pressure 

decrease of 23 mm Hg after 20 minutes in narcotized rats. 

MECHANISM OF ACTION - Soluble guanyl cyclase stimulant; 
intracellular cyclic guanosine monophosphate (cGMP) level 
increasing 

agent. (I) also potentiates the activity of other agents which 
increase 

cGMP levels, e.g. endothelium derived relaxing factor (EDRF), 

nitrogen 

monoxide donors, protoporphyrin IX, arachidonic acid or 
phenylhydrazine 

derivatives . 

USE - (I) cause vascular relaxation, inhibit thrombocyte 
aggregation, reduce blood pressure and increase coronary blood 
flow. They 

are used for treating cardiovascular disorders (claimed), e.g. 
hypertension, cardiac insufficiency, angina pectoris, peripheral 

or 

cardiac vascular disease, arrhythmia, thromboembolic disease or 
ischemia 

(claimed) (e.g. myocardial infarction, cerebral stroke, transitory 
ischemic attacks, peripheral blood flow disorders or restenosis), 
arteriosclerosis or diseases of the urogenital system (e.g. 
prostate 

hypertrophy, erectile dysfunction, female sexual dysfunction or 
incontinence) . (I) are also useful for treating central nervous 
system 

disorders, especially for alleviating cognitive deficiency, 

improving 

learning and memory performance or treating Alzheimer's disease 

but also 

for treating anxiety, stress, depression, CNS-related sexual 
dysfunction, 

sleep disorders or food, condiment and sweetener uptake disorders. 
(I) are 

further useful for regulating cerebral blood flow, treating 
migraine or 

pain and treating or preventing the sequelae of cerebral 
infarction (e.g. 

stroke), cerebral ischemia or cranial-cerebral trauma. 
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flow. They 

are used for treating cardiovascular disorders (claimed), e.g. 
hypertension, cardiac insufficiency, angina pectoris, peripheral 

cardiac vascular disease, arrhythmia, thromboembolic disease or 
ischemia 

(claimed) (e.g. myocardial infarction, cerebral stroke, transitory 
ischemic attacks, peripheral blood flow disorders or restenosis). 



arteriosclerosis or diseases of the urogenital system (e.g. 
prostate 

hypertrophy, erectile dysfunction, female sexual dysfunction or 
incontinence) . (I) are also useful for treating central nervous 
system 

disorders, especially for alleviating cognitive deficiency, 
improving 

learning and memory performance or treating Alzheimer's disease 
but also 

for treating anxiety, stress, depression, CNS-related sexual 
dysfunction, 

sleep disorders or food, condiment and sweetener uptake disorders. 

(I) are 

further useful for regulating cerebral blood flow, treating 
migraine or 

pain and treating or preventing the sequelae of cerebral 
infarction (e.g. 

stroke), cerebral ischemia or cranial-cerebral trauma. 
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up to 6C. Full definitions are given in the DEFINITIONS. 



An INDEPENDENT CLAIM is included for the preparation of 
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ACTIVITY - Cardiovascular; vascular relaxant; 
antithrombotic; 

hypotensive; coronary dilator; antiangina; antiarrhythmic; 
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urogenital; neuroprotective; anxiolytic; antidepressant; 
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decrease of 23 mm Hg after 20 minutes in narcotized rats. 

MECHANISM OF ACTION - Soluble guanyl cyclase stimulant; 
intracellular cyclic guanosine monophosphate (cGMP) level 
increasing 

agent. (I) also potentiates the activity of other agents which 
increase 

cGMP levels, e.g. endothelium derived relaxing factor (EDRF) , 
nitrogen 

monoxide donors, protoporphyrin IX, arachidonic acid or 
phenylhydrazine 

derivatives . 

USE - (I) cause vascular relaxation, inhibit thrombocyte 
aggregation, reduce blood pressure and increase coronary blood 
flow. They 

are used for treating cardiovascular disorders (claimed), e.g. 
hypertension, cardiac insufficiency, angina pectoris, peripheral 

or 

cardiac vascular disease, arrhythmia, thromboembolic disease or 
ischemia 

(claimed) (e.g. myocardial infarction, cerebral stroke, transitory 
ischemic attacks, peripheral blood flow disorders or restenosis), 
arteriosclerosis or diseases of the urogenital system (e.g. 
prostate 

hypertrophy, erectile dysfunction, female sexual dysfunction or 
incontinence) . (I) are also useful for treating central nervous 
system 

disorders, especially for alleviating cognitive deficiency, 

improving 

learning and memory performance or treating Alzheimer's disease 
but also 

for treating anxiety, stress, depression, CNS-related sexual 
dysfunction, 

sleep disorders or food, condiment and sweetener uptake disorders. 
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further useful for regulating cerebral blood flow, treating 

migraine or 

pain and treating or preventing the sequelae of cerebral 
infarction (e.g. 

stroke), cerebral ischemia or cranial-cerebral traiama. 



